Vasoconstrictor effect of the Ca2+ agonist Bay K 8644 on human cerebral arteries.
The effects of Bay K 8644 on the reactivity and 45Ca2+ uptake in segments from human cerebral arteries were studied. Bay K 8644 induced concentration-dependent contractions up to 10(-6) M; 10(-5) M produced a reduction of the maximal response. The Ca2+ agonist elicited these contractions by itself, and no previous depolarization was needed. The response to Bay K 8644 was antagonized competitively by nifedipine (5 x 10(-8) and 10(-7) M, pA2 value of 8.17) and non-competitively by verapamil (10(-6), 5 x 10(-6) and 10(-5) M). The contraction induced by 10(-7) M Bay K 8644 was inhibited by a Ca2+-free medium containing 1 mM EGTA. The subsequent cumulative Ca2+ addition, caused concentration-dependent contractions up to 2.5 mM Ca2+, which were reduced by nifedipine (10(-8) and 10(-7) M) or verapamil (5 x 10(-6) and 10(-5) M). When the EGTA concentration in the Ca2+-free solution was reduced to 0.1 mM, contractions induced by Ca2+ up to 5 mM, including 0 Ca2+, were increased with respect to those obtained in the presence of 1 mM EGTA. Basal 45Ca2+ uptake was not modified with Bay K 8644 (10(-6) M) or nifedipine (10(-6) M). K+ (25 and 50 mM) produced an increase on 45Ca2+ uptake, which was potentiated by Bay K 8644 (10(-6) M) and antagonized by nifedipine (10(-6) M); this latter agent reduced the potentiation elicited by the Ca2+ agonist.(ABSTRACT TRUNCATED AT 250 WORDS)